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50 Pequot Avenue 

April 11, 2005 

Division of Dockets Management Branch “(HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, rm. 1061 
Rockville, Maryland 20852 

Re: Draft Guidance for In&u&y on $Xnical Lactqtion Stu&es--Study Design, Data 
Analysis, and’ Recomman~atiuns for Labeling 
[Docket No. 2005D-0030,70 Federal Register; 6667, February 6,2005] 

Dear Dockets Management, 

Pfizer Inc submits these comments on the Draft Guidance for industry on Clinical Lactation 
Studies - Study Design, Data Analysis, and Recommendations for Labeling published in the 
federal Register on February 8, 2005. 

We thank you for this opportunity to comment and would invite direct dl_alogue with the Agency if 
you would consider the opportunity valuable. 

Melissa S. Tassinari, PhD, DABT 
Senior Director 
World W ide Regulatory Policy and Intelligence 
Pfizer Global Research and Development 
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General Comments: 

There has been little formal assessment of drug entry into breast m,ilk, as is pointed out in the 
draft guidance. It is importa,nt to.provide clear and accurate information on potential impact of 
drug exposure on lactation and we agree that ‘consistent application’of adequate study designs’ 
yielding such data would be of benefit to lactating women and their health Mre providers. [Lines 
131-1331. 

The central issue, not clearly stated in this document, is when drug clearance into breast milk 
might be a significant clinical issue, and thus require pharmacokinetic assessment. Also, it is not 
clear from this guidance whether there is an expectation that lactation studies would be required 
for approval, or might be optional. We suggest that the principal aim of clinical lactation studies 
should be to address any potential effects of lactation on the PWPD of the women taking the 
drug, the effects of the drug on milk production and composition and the potential rEsk of drug 
transfer via breast milk. Studies to address these objectives are not the most appropriate 
designs to assess potentiaC impact on the infant and should be used as triggers for more work 
only in those cases where it is clear that a significant exposure would occur. The level of drug 
exposure in milk that would trigger pharmacokinetic studies in the breast fed child should be 
defined. As noted in the guidance [lines 74-761 presenc‘e of a drug in the breast milk does not 
necessarily indicate a health risk for the breast fed child. 

While it is clear that certain drugs are excreted in breast milk, there is no consistent evidence 
that this additional route of clearance has led to therapeutic failure inthe mother, and evidence 
of toxicity in neonates and young children due to drug exposure in breastmilk are limited to 
case reports. 

The potentially problematic drugs are lipophilic weak bases, PCBs or ,PBBs, or compounds that 
undergo active transport into milk. This perspective should be provided as part of the guidance. 
The guidance should focus on in vivo studies for those compounds that aire lipophilic weak 
bases or may undergo some active transport at the level of the mammary: gland (suggested by 
susceptibility to active transport somewhere else in the body), rather than any drug that might 
be used in women of reproductive age. 

The range and extent of assessments suggested appear to be elaborate; given the absence of 
clearly defined clinical risks. In’some cases, the assessments are impractical (e.g. trying to get 
the time course of drug concentrations and/or drug pharmacodynamics in a baby of <6months, 
or validation of unique assays (e.g. in tears; lines 408-410). Children are most at risk of drug 
effects in the early postnatal period; most drug metabolizing enzymes mature rapidly after birth. 
Therefore, serial assessment of PK in infants, in longitudinal studies. should not be 
recommended. 

We suggest that the draft guidance provide a stepwise approach to the conduct of clinical 
lactation studies: e.g. for compounds with characteristics where assessment miclht be 
appropriate; to perform simultaneous plasma and milk assessment inthe mother only (lV.B.1); 
in cases where appreciable drug excretion in breast milk is demonstrated, to potentially assess 
exposure in the breast fed ‘child. The difficulty and complexity of simultaneous PK assessment 
of mother-infant pairs realistically makes this an unlikely option and we suggest that this should 
not be listed as the first assessment example. 
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Specific Comments: 

I. introduction 

Line 32: Suggest deletion of this bullet. If determination of the effects of ex 
particular drug in breast-fed infants, is needed, then more targeted studies in the infant should 
be designed. This should not be a trigger for a clinical lactation study. 

III. Considerations For When To Conduct A Clinical Lactation Study 

Lines 142, 147, and 150: The term ‘women of childbearing potential” might be more 
appropriate, than the term “women of reproductive age” as there are examples of drugs that 
have reproductive toxicology issues, where their use is restricted in women of childbearing 
potential but not in sterilized women of reproductive age (e,g. atorvastatin). 

Lines 171-I 74. We disagree with the statement that models of M/P do not help. M/P ratios 
predicted from in vitro data and/or physicochemical characteristics and a consideration of active 
transport should allow one to select those drugs that are of specific concern that should be 
studied in vivo. If this type of infurmation is available it shoufd bsused along with the 
information on anticipated use of the drug, particularly for study design. 

IV. Study Design, Considerations 

Lines 207-239. Mother-Infant Pair design. As noted,abuve this opti~on should not be considered 
first line testing but should be considered only after studies done in lactating women alone and 
only if significant presence bf the drug in breast milk raises concernfor significant exposure to 
the breast-fed infant. 

Line 213: It may be difficult to quantify the effects of drugs on milk production given small 
sample sizes, and the possible confounding influence,of extemai non-pharmacological factors. 
In general there is a clear pharmacological rationale for those drugs shown to affect milk 
production (estrogens, dopamine agonists and antagonists). 

Lines 268-287: Lactating Women (Milk Only). The rationale for “milk only” studies is unclear. 
Obtaining PK data in milk in the absence of corresponding PK data makes it difficult to achieve 
the objectives stated in this section. 

Line 289: C. Other Design Considerations. For most drugs, assessments of drug levels in 
milk at various times in the lactation process is not necessary, as the amount of drug in milk 
does not provide a significant dose to the child ,under any conditions. Therefore, the longitudinal 
and multiple arm studies should rarely, if ever, be considered. 

Lines 341-352. Controls. Comparisons of PK in lactating versus nonlactating wamen are not a 
major consideration. The document should describe what potential physiologic processes 
would affect drug disposition in the-mother. If one is concerned about major differences in PK, 
these can be assessed using historical controls. It is not necessary to assess PK in the mother 
after weaning is complete, nor is the use of control; non;lactating volunteers likely to yield much 
useful information. 
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L ines  3 7 9 - 8 9 . S a m p l e  Co l lec t ion  a n d  Ana lys is .  M ilk s a m p l e s  a t a  cer ta incot iect ion tim e , i.e . x  
hou rs  a fte r  dos i ng  cou ld  b e  c o m b i n e d  f rom..both breasts.  H o w e v e r , co l lec t ion in terva ls  
a n a l o g o u s  to  u r ine  co l lec t ion in terva ls  (e.g. th e  4 -8  hou rs  dos i ng  u s e d  in  th e  g u i d a n c e  e x a m p l e )  
a n d  poo l i ng  o f s a m p l e s  co l lec ted a t d i f ferent tim e s  shou ld  neve r  b e , u s e d . M ilk is s to red in  
h igh ly  vascu la r  a lveol i ,  w h e r e  th e r e  is a m p l e  o p p o r tuni ty  fo r  b i -d i rec t iona l ;move.ment  o f d r u g  
b e tween  m ilk a n d  p l a s m a . Th is  is th e  e n tire bas is  fo r  th e  ca lcu la t ion  o f th e . M /P  rat io. Thus  
m ilk c o n c e n trat ions represen t  e n  ins tan taneous  o r  near l y  i ns tan taneous  re f leot ion o f d r u g  
c o n te n t, n o t th e  tim e  a v e r a g e d  excre t ion  o f d r u g . rep resen ted  by  a  s a m p i @  o f u r i ne  th a t h a s  b e e n  
co l lec t ing in  th e  b l adde r  ove r  a  n u m b e r  o f hours .  

L i nes  4 9 5 - 5 0 0 . T h e  ta b l e  o n  p a g e  1 2  shou ld  ref lect th e  apprupr ia te  analys is ,  focus ing  o n  A U C  
in  m ilk ove r  a n  in terva l  ra ther  th a n  th e  co l lec t ion in terva l  analys is .  


